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COC1=CC2=C(C=C1C Epidermal grc egfr; epidermal | p00533 + p04626  1dng; 1dnr; livo; Imox; 1ngl; 1yy9 Epidermal Epidermal human; hi Non Transfected; Non Transfected
|| COC1=CC2=C(C=C10i Epidermal grc c-erbb; cer; der; drosophila relative of erbb; egfr; epidermal growth f Epidermal Epidermal growth fa Transfected

COC1=CC2=C(C=C10i Epidermal grc c-erbb; cer; der; drosophila relative of erbb; egfr; epidermal growth f Epidermal Epidermal growth fa Transfecte Inhibitor

COC1=CC2=C(C=C101 Epidermal grc egfr; epidermal | p00533
COC1=CC2=C(C=C10i Epidermal grc egfr; epidermal | p00533

1dng; 1dnr; livo; 1mox; 1ngl; 1yy3
1dng; 1dnr; Llivo; Imox; 1ngl; 1yy9

| COC1=CC2=C(C=C101EGFR (T790M, egfr (t790m, I858r)
| COC1=CC2=C(C=C101EGFR (T790M, egfr (t790m, I858r)

COC1=CC2=C(C=C101EGFR (T790M, egfr (t790m, 1358r)
COC1=CC2=C{C=C101EGFR (T790M, egfr (t790m, 1358r)
COC1=CC2=C(C=C101EGFR (T790M, egfr (t790m, 1358r)

| COC1=CC2=C(C=C101EGFR (T790M, egfr (t790m, 1358r)
|| COC1=CC2=C({C=C101 Epidermal grc egfr; epidermal | p00533

1dng; 1dnr; livo; 1mox; 1ngl; 1yy3
COC1=CC2=C(C=C101EGFR (T790M, egfr (t790m, 1858r)

Epidermal Epidermal human
Epidermal Epidermal human
EGFR (T79 EGFR (T79 human
EGFR (T79 EGFR (T79 human
EGFR (T79 EGFR (T79 human
EGFR (T79 EGFR (T79 human
EGFR (T79 EGFR (T79 human
EGFR (T79 EGFR (T79 human
Epidermal Epidermal human
EGFR (T79 EGFR (T790M,

Transfected

MNon Transfected
MNon Trans Inhibitor
MNon Trans Inhibitor
MNon Trans Inhibitor
MNaon Trans Inhibitor
MNon Trans Inhibitor
MNon Trans Inhibitor
Non Trans Inhibitor

R):wild

COC1=CC2=C(C=C10i Epidermal grc c-erbb; cer; der; drosophila relative of erbb; egfr; epidermal growth f Epidermal Epidermal growth factor receptor:wild

COC1=CC2=C(C=C101 Epidermal grc egfr; epidermal | p00533 1dng; 1dnr; livo; Imox; Ingl; 1yys

| COC1=CC2=C(C=C10IEGFR (G719S, egfr (g719s, t790m)

Epidermal Epidermal human
EGFR (G71EGFR (G71 human

Transfected

COC1=CC2=C(C=C10i Epidermal grc c-erbb; cer; der; drosophila relative of erbb; egfr; epidermal growth f Epidermal Epidermal growth factor receptor:wild

COC1=CC2=C(C=C10i Epidermal grc egfr; epidermal | p00533
COC1=CC2=C(C=C10EGFR (E746-A egfr (e746-a750del)
COC1=CC2=C{C=C101EGFR (E746-A  egfr (e746-a750del, t790m)
COC1=CC2=C(C=C10i Epidermal grc epidermal growi p00533
COC1=CC2=C(C=C10IEGFR (G7195) egfr (g719s)
COC1=CC2=C{C=C101EGFR (T790M, egfr (t790m, 1358r)
COC1=CC2=C(C=C10i Epidermal grc epidermal growi p00533
COC1=CC2=C(C=C10IEGFR (L747-E7 egfr (I747-e749del)
COC1=CCI=C{C=C10/EGFR (E746-A egfr (e746-a750del)
COC1=CC2=C(C=C10EGFR (E746-A egfr (e746-a750del)
COC1=CC2=C(C=C10EGFR (E746-A egfr (e746-a750del)
COC1=CC2=C(C=C10IEGFR (5752-17 egfr (s752-i759del)
COC1=CC2=C(C=C10IEGFR (L747-A’ egfr (1747-a750del, insp)
COC1=CC2=C{C=C101 EGFR (L747-P] egfr (1747-p753del, inss)
COC1=CC2=C(C=C10IEGFR (E746-5] egfr (e746-5752del, insv)
COC1=CC2=C(C=C10i Epidermal grc epidermal growi p00533
COC1=CC2=C{C=C10IEGFR (E767-A egfr (e767-a769dupasv)
COC1=CC2=C(C=C10|EGFR (E746-A egfr (e746-a750del, t790m)
COC1=CC2=C(C=C10IEGFR (5752-17 egfr (s752-i759del, t790m)
COC1=CC2=C(C=C1Cn Epidermal grc egfr; epidermal growth factor receptor, erbb; erbbl; herl; proto-once

1dng; 1dnr; Llivo; Imox; 1ngl; 1yy9
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, HEEIAEA
AC AD AE AF
|MDA—MB—3E_|1 cell line 1C50 muM
1C50 mu
KB cell line 1C50 mui
1.00000E-10M  IC50 muh
A-431 cell line 1C50 nM
MNCI-H1975 c 0 muM 1C50 muh
MNCI-H1975 c 0 muM 1C50 muh
MNCI-H1975 c 0 muM 1C50 muh
MNCI-H1975 c 0 muM 1C50 mum
MNCI-H1975 c 0 muM 1C50 muh
MNCI-H1975 c 0 muM 1C50 muh
DBTRG-05MG cell line 1C50 muM
sf9 cell line 1C50 mui
sf9 cell line 1C50 mui
0.00400000 muM 1C50 muM
Sf9 cell line 0.00400000 muM 1CS0 mui
sf9 cell line 1C50 nM
A-431 cell lir 1.00000E-10 M 1C50 nM
PC-9 cell line 1C50 mui
RPC-9 cell line 1C50 mui
Ba/F3 cell lit 0 nM 1C50 nM
Ba/F3 cell lit 0 nM 1C50 nM
NCI-H1975 cell line 1C50 muM
NCI-H3255 ¢ 3.30000 nM 1C50 nM
DFCI-LUD11 1 3.30000 nM 1C50 nM
PC-9 cell lini 3.30000 nM 1C50 n
HCC827 cell 3.30000 nM 1C50 nM
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Ba/F3 cell line 1C50 nM
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7.7'12471441; 1723797; 9186271
6.85]12471441; 1723797; 9186271
8.32]12471441; 506008; 9186271; 70234
7.46;12471441; 506008; 9186271; 70234
8.13,12471441; 506008; 9186271; 70234
8.39'12471441; 506008; 9186271; 70234
6.51112471441; 506008; 9186271; 70234
7.59|12471441; 506008; 9186271; 70234
5.51|12471441; 506008; 9186271; 70234
5.08,12471441; 506008; 9186271; 70234

1.12471441; 506008; 9186271; 70234
1'12471441; 506008; 9186271; 70234
1/12471441; 506008; 9186271; 70234
1]12471441; 506008; 9186271; 70234
1]12471441; 506008; 9186271; 70234
6.05,12471441; 506008; 9186271; 8375264 'Streptomyci
6.46 12471441; 506008; 9186271; 8375264 Istreptomyci

-
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in; Glutamine; Penicillin
Glutamine; Penicillin
DMSO; Penicilling Puromycin
Streptomycin; DMSQ; Penicillin; Puromycin
IStreptomyci DMSO; Penicilling Puromycin
Istreptomycin; DMSO; Penicillin; Puromycin

Other compound; Other compound; Other compound
lother compound; Other compound; Other compound
| Other compound; Other compound; Other compound; Other com
Other compound; Other compound; Other compound; Other com
Other compound; Other compound; Other compound; Other com
Other compound; Other compound; Other compound; Other com

iStre ptomycin; DMSO; Penicillin; Puromycin

lother compound; Other compound; Other compound; Other com

DMSO; Penicilling Puromycin
DMSO; Penicilling Puromycin

DMSO; Penicilling Puromycin
DMSO; Penicilling Puromycin
DMSO; Penicilling Puromycin
DMSO; Penicilling Puromycin
Streptomycin; DMSQ; Penicillin; Puromycin
DMSO; Penicillin; Geneticin

DMSO; Penicilling Geneticin

8.22'12471441; 506008; 9186271; 8375264 |Streptomycin; DMSO; Penicillin; Geneticin
1|124?1441; 506008; 9186271, 8375264 |Stre ptomycin; DMSO; Penicillin; Geneticin
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5.48|
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IStreptomyci DMSO; Penicilling Puromycin
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|Other compound; Other compound; Other compound; Other com
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AE AF AG AH ‘_nL -l A AK AL AM AN | N 80 Ap AQ AR AS | AT | AU | AV | aw | ax | AY | az BA BB BC BD BE
1 |Bioassz v BIOGSSc' BIO|0gI-' [CI|n|c='|Sm|Iés - | Substar ~ Substal - Substalv Substalv Measmv Medsh umt- -'-Quahte-&l tii ¥ Deviati * Metabc ¥ Metabe ¥ Concon * Concomitar ¥ Concomit: * s: Compound role
11_Pharmac0klnetlc human  solid mall CDC#CC; efitinib 250mg  oral admit Single normallze}ﬁc (0-24 h} mug.h/mL 3.
15:Pharmac0kinetic human  solid malj COC1=CCZgefitinib 250 mg  oral admit Single normaliz AUC{O—Zdh} mug.h/mL 3.
25 |Pharmacokinetic  human  Healthy | COC1=CCZGefitinib 500mg  oral admit Single AUC (0-inf) ng.h/mL 5044 88
25 |Pharmacokinetic human  Healthy | COC1=CCZgefitinib 500 mg  oral admit Single |AUC[0—inf} ng.h/mL 504
31:Pharmac0kinetic human  Healthy | COC1=CCiGefitinib 500 mg  oral admitSingle I auc ifAUC (0-inf) 0.16 5723476 Rifampicin Interacting Compound
34 |Pharmacokinetic  human  Healthy | COoC1=CCzGefitinib 250mg  oral admit Single lauc (0-inf) ng.h/mL 296¢ 45
37 |Pharmacokinetic human  Healthy || COC1=CCZgefitinib 250 mg  oral admii Single lauc (0-inf) ng.h/mL 2968
40 |Pharmacokinetic  human  Healthy | coci=CcCigefitinib 500mg  oral admirSingle lAUC{O—inf} ng.h/mL 692 30
43; Pharmacokinetic  human  Healthy | COC1=CCZ reﬁtinib 500mg  oral admirSingle AUC (0-inf) ng.h/mL 692
48 |Pharmacokinetic human  Healthy | COC1=CC: gefitinib 250mg  oral admii Single AUC i/AUC (0-inf) 1. 4290027 Itraconazole  Interacting Compound
49 |Pharmacokinetic  human  Healthy ] COC1=CC:Zgefitinib 500 mg  oral admitSingle IAUCi/AUC{O—inf} 1.5 4290027 Itraconazole Interacting Compound
51 |Pharmacokinetic human  Healthy | cOC1=CC2 feﬁtinib 250mg  oral admit Single IAUC ifAUC (0-inf) 1.7 4290027 Itraconazole  Interacting Compound
53: Pharmacokinetic human  Healthy [| COC1=CC3Z ieﬁtinib 500 mg  oral admit Single IAUC ifAUC (0-inf) 1.6 4290027 Itraconazole  Interacting Compound
54 |Pharmacokinetic  human  Healthy | COC1=CC:Z ieﬁtinib 500mg  oral admitSingle IAUC (0-inf) ng.h/mL 71 5723476 Rifampicin Interacting Compound
57 |Pharmacokinetic human  Healthy || coc1=cc: ieﬁtinib 250mg  oral admit Single IAUC (0-inf) ng.h/mL 53 54 42‘3%‘ Itraconazole Interacting Compound
60 |Pharmacokinetic human  Healthy | coci=cc:z gefitinib 500mg  oral admir Single IAUC[O—inf} ng.h/mL 1091"' 11 429 Itraconazole Interacting Compound
105: Pharmacokinetic  human  neoplasnl COC1=CCZ gefitinib 50 mg oral admii Repeated IAUC (0-24h)  ng.h/mL 182 832
106|Pharmacokinetic human  neoplasnl COC1=CCZ gefitinib 50 mg oral admir Repeated IAUC (0-inf) ng.h/mL 451 2006
105{ Pharmacokinetic human neoplasrl COC1=CCZ jjefitinib 525mg  oral admit Repeated IAUC (0-24h)  ng.h/mL 1&5?]
110/Pharmacokinetic  human neoplasrl COC1=CCZ jjefitinib 225mg  oral admit Repeated IAUC (0-24h)  ng.h/mL 6599
11?:Pharmacokinetic human neoplasrl COC1=CCZ §efitinib 525mg  oral admit Repeated IAUC (0-24h)  mug.h/mL 0.093 0.036 10212082; M523595; M537194; M387783
118|Pharmacokinetic  human neoplasrl COC1=CCi fefitinib 525mg  oral admir Repeated IAUC (0-24h)  mug.h/mL 0.413 0.322 10212082; M523595; M537194; M387783
118/ Pharmacokinetic ~ human neoplasrl COC1=CC3 jefitinib 225mg  oral admii Repeated IAUC (0-24h)  mug.h/mL 3.0 2.4 10212082; M523595; M537194; M387783
12(:{ Pharmacokinetic human neoplasrl COC1=CC: fefitinib 525mg  oral admit Repeated IAUC (0-24h)  mug.h/mL 14.3 8.5 10212082; M523595; M537194; M387783
121|Pharmacokinetic ~ human neoplasn‘ COC1=CC: fefitinib 525mg  oral admit Repeated :AUC (0-24h)  mug.h/mL 0.06) 15528228 M527301
122|Pharmacokinetic  human neoplasn‘ COC1=CCi fefitinib 525mg  oral admit Repeated IAUC (0-24h)  mug.h/mL 0.2 8928756 M295820
123|Pharmacokinetic human neoplasn‘ COC1=CCz fefitinib 700 mg  oral admit Repeated IAUC[O—Zdh} ng.h/mL 42314 12004
124|Pharmacokinetic  human neoplasn‘ COC1=CC: Jefitinib 100mg  oral admit Repeated IAUC (0-24h)  ng.h/mL 2933 1846
125|Pharmacokinetic human  neoplasni COC1=CC: flefitinib 150 mg  oral admit Repeated IAUC[0—24 h)  ng.h/mL 4764 2327
126|Pharmacokinetic human  neoplasni COC1=CC3 flefitinib 400 mg  oral admii Repeated IAUC[0—24 h)  ng.h/mL 10024 2853
127|Pharmacokinetic  human  neoplasmi COC1=CC3 flefitinib 300mg  oral admii Repeated IAUC[O—Z:I h)  ng.h/mL 708] 5474
156: Pharmacokinetic human  Healthy " coci=Ccz fefitinib 250mg  oral admitSingle IAUC ng.h/mL 3349 3232
157|Pharmacokinetic human  Healthy I CDCl:CCZ!eﬁtinib 50 mg oral admit Single IAUC ng.h/mL 574 397
138/ Pharmacokinetic  human  Healthy ICOCl:CCZleﬁtinib 500mg  oral admirSingle AUC ng.h/mL 6181 4837
155{ Pharmacokinetic human  Healthy © COC1=CC:Zgefitinib 100mg oral admitSingle AUC ng.h/mL 1114 850
165: Pharmacokinetic human  Healthy | COC1=CC:Zgefitinib 100mg oral admitSingle AUC (0-24h)  ng.h/mL 551 195
186/ Pharmacokinetic  human  Healthy COClzCCZdeﬁtinib 100mg  oral admir Single QUC[O—inf} ng.h/mL 1086 484
J.ED: hinman Haalthu I O =T ln'Fil'inih 10N ma aral admir Sinmla AN In7A h) na bhdml ‘I(?') 5494
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R2, R6 and R5 is the most
key R group to the
inhibition activities of TLR7,
8 and 9, respectively.
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